THE value of this Joint Discussion which I am assisting to open will be the record which we shall make of our individual clinical experiences in this somewhat difficult region of medicine. We shall all of us doubtless fall into the errors, first, of including cases which are not examples of lethargic encephalitis, for we cannot be restricted to cases proved by autopsy, and secondly, of excluding many cases which have not had the clinical aspect that would lead us to suspect them of being cases of lethargic encephalitis.
We have a fairly secure post-mortem standard of the disease but its certain demonstration requires a knowledgeable pathologist, and when, as sometimes happens, a gross lesion, such as a large haemorrhage, occurs in a rapidly fatal case of lethargic encephalitis, the true nature of the case may be missed.
But we have no clinical standard of the disease that we can rely on at all, so variously may its clinical stages begin and continue. When one looks back upon the history of the early stages of the disease in patients in whom the end-result leaves little doubt that the disease was lethargic encephalitis the difficulties which beset correct early diagnosis are very striking. Here are two examples: (1) A comedian, aged 26, while at work in perfect health, developed diplopia, but not so badly as to take him to a doctor or to interfere with his work. The diplopia lasted three weeks. He continued at work for two years, but during the second of these he gradually became stiff and shaky and he is now bedridden and completely paralysed, with a Parkinsonian syndrome. (2) A man, aged 56, who had had an attack of cerebral syphilis, and in whom the Wassermann reaction was still positive, was seized with vomiting and complete anorexia which continued for three weeks, during which time he was seen by six physicians, including myself, all of whom failed to find any sign of nervous involvement. I saw him again towards the end of the fourth week when he was dying; the case then presented a characteristic picture of lethargic encephalitis. Neither of these cases, during the early days of the illness, gave any definite hint as to the nature of the disease.
Tumour of the brain with a rapid onset of diplopia and sleepiness may, in the absence of long preceding headache and in the absence of papillcedema, closely simulate lethargic encephalitis. I am aware of several cases of pre-frontal tumour which have come to autopsy with this diagnosis. Pre-frontal tumours, however, never give rise to anything like a Parkinsonian syndrome.
A point I strongly emphasize is that the sleepiness, ophthalmoplegia, Parkinsonism, spontaneous movements, dysuria and constipation which we consider characteristic of lethargic encephalitis, are due to the position of the lesions in the brain-stem and MH-JOINT Dis. No. 4 1 not to any specific quality of this disease and that therefore exactly the same symptom-complex will result from any lesion whatsoever in the upper part of the brain-stem, provided the same anatomical structures are involved. Let I take it that there are two possible causes for swelling of the disc in lethargic encephalitis, first, papillcedema, due tothegeneral swelling of the brain and the resultant rise of intra-cranial pressure, and secondly, optic neuritis from local inflammation in the optic nerves, coming far enough forward to be seen at the optic disc. In the first case most of the patients die before there is time for papillcedema to develop.
Ophlhalmoplegia.-The ocular paralysis met with in this disease i3 of two kinds. First, there may be paralysis of any of the peripheral oculomotor nerve trunks, usually of the sixth nerve trunk, but sometimes of the third, and rarely of more than one. This paralysis seems to be of the same nature as the peripheral facial paralysis and the peripheral paralysis of spinal nerve roots met with in lethargic encephalitis, and it has been attributed to a heaping up of lymphocytic infammation at the point of peripheral origin of the affected nerve from the surface of the central nervous system, a lesion which has been many times demonstrated pathologically. Recovery always occurs from such peripheral paralysis occurring in lethargic encephalitis. I think it has been much less commonly met with during the later years of the present epidemic than during the early years.
Secondly, there may be nuclear ophthalmoplegia in the strict sense in which I have recently defined it-that is, an irregular ophthalmoplegia, hardly ever complete, affecting both eyes and always leaving the optic axes unparallel. It may be transient when occurring in slight degree, but in the more severe degrees, after clearing up to some extent it always leaves some permanent paralysis. There is never any increase of the ocular palsy after the acute stage, such as often occurs, of extrapyramidal paralysis and rigidity. The lesions may involve any part of the nuclear mass, and therefore produce every variety of change in size or altered motility both of the palpebral apertures and of the pupils, either unilateral, bilateral, or alternate, and every sort of defect in the movements of the two eyes, with just one exception. I have never seen in lethargic encephalitis a true supranuclear ophthalmoplegia, by which I mean a paralysis of any conjugate movement, with the optic axes remaining parallel and no diplopia, and I believe the explanation is that this inflammatory process spa%res to a large extent the white matter, and consequently true conjugate paralysis, which is essentially a tract defect, does not occur.
Nystagmus is not common. I have one case, however, in which nystagmus and cerebellar symptoms were the prominent features. It was certainly a case of acute cerebellar encephalitis, and I have included it here because of the lethargy at the onset and the subsequent coma, followed by slow but complete recovery.
Herpes. Thishas been reported in connexion with every known form of encephalitis, and it occasionally occurs in lethargic encephalitis. I have not myself seen any case in which herpes occurred in this disease, but during the period of its most heavy incidence I was struck with an unusual number of cases of unilateral total internal ophthalmoplegia, which I saw in patients who were not syphilitic. Some of these were young persons only just past the age of puberty. I thought these cases might have been du3 to a herpetic lesion of the ciliary ganglion, just as the Ramsay-Hunt type of facial paralysis is due to a herpetic lesion of the geniculate ganglion, and I have wondered whether such cases were connected with the epidemic of lethargic encephalitis. I must admit that none of the cases showed other signs of the disease.
Mr. F. A. WILLIAMSON-NOBLE.
Dr. Collier has told us, and I fully agree with him, that the chief value of this discussion will be the record of our individual clinical experiences in this region of medicine. I trust, however, before giving you an account of my experiences you will allow me a little time in which to allude to some of the extraordinarily interesting pathological work which has been done in connexion with this disease. I feel the more justified in alluding to this, because the basis of it has been essentially ophthalmological, since it began in 1910 with Grilter's work on vaccinia of the cornea in rabbits. The changes produced bore a strong resemblance to dendritic keratitis as it occurs in human beings. Gruter was therefore led to try the effect of inoculating the rabbit's cornea with material derived from cases of dendritic keratitis and was eminently successful in transmitting the disease, thus proving that it was due to a virus. This virus was found to be an ultramicroscopic filter-passer which is destroyed by heating to 560 ., and immunity experiments demonstrated its specificity. Other peculiarities of the virus are that it will withstand the action of drying for some time and can be kept active in glycerine.
For some unknown reason, Griiter did not publish his results until 1920 [1] .
In the same year, Levaditi and Harvier [2] succeeded in isolating from the brain of an encephalitic, a virus which was pathogenic to a rabbit, and from the original rabbit they were able to infect a series of animals. It was found that subcutaneous and intraperitoneal injections were negative, the most constant results being obtained by injections into the eye, the subdural space or a peripheral nerve. In other words, the virus was neurotropic and had to be brought into intimate contact with some nervous structure before it could make its way to the brain. The next step was to try the effect of the virus on ectodermal structures, and Levaditi experimented first on the corneme of rabbits which were inoculated with the virus, after scarification. The effect was to produce a parenchymatous form of keratitis, followed in eight to ten days, by nervous signs resembling those found after subdural inoculation, namely, paralysis, convulsions, myoclonic movements, somnolence, etc. The majority of the animals died in the course of a few days, and histological examination showed the changes characteristic of encephalitis. These changes were, however, less noticeable than those found in the animals which had been infected by injection of the virus into the brain. The The fits consist in spasmodic attacks of conjugate deviation of the eyeballs, most frequently vertical, or vertical and to the side, very rarely downwards. The direction may vary in some cases from one fit to another. They occur most commonly when the patient is fatigued, and are thus seen more often during the evening. The onset is usually sudden and may be caused by some external stimulus such as powerful light.-In other cases there is a strong emotional factor.
The duration of the fits varies greatly; they may last for only a few seconds, or persist for several hours, and are sometimes terminated by sleep. They may or may not be associated with other spasmodic manifestations, such as spasms of the muscles of swallowing or speech. The emotional factor may be very marked: thus Wimmer described a case in which the patient had strong suicidal tendencies during his attacks. Through the kindness of Dr. Kinnier Wilson I have had access to the notes of two of his cases, at Queen Square Hospital. The first occurred in a boy, aged 16, who had had encephalitis three and a half years previously, in which he was somnolent for three weeks, and during this time was noticed to twitch all over. When seen the twitching was localized to the left arm and he exhibited some blepharospasm. The external ocular movements were normal, but he gave a history of attacks lasting for half an hour in which he was impelled to look upwards. During these attacks he could, by a strong voluntary effort, manage to look downwards. A definite attack was not noted while he was in hospital, but he did have occasional periods, lasting up to ten minutes, during which the eyes were turned up and remained in this position.
The second case was in a woman, aged 23, who had had lethargic encephalitis about three years previously. When seen, she exhibited mild Parkinsonism. The deviation in this case was also upwards. The crises began in May, 1927, and occurred almost daily. A month later they were less frequent, and by August they were noted as being only occasional. In October they occurred once in every five days. The crises were at times spontaneous, but at other times followed upward movement of the eyes, and lasted for about ten minutes. They were associated with a strong psychical element, and she said that while the attacks were on she had dreadful thoughts, the details of which she could not relate. The pathology of this condition has been the subject of a considerable amount of research and discussion lately, and I have no doubt it will be alluded to in more detail by members of the Neurological Section. Muskens, of Amsterdam [13] , is inclined to place the lesion just in front of the posterior commissure, and to ascribe the signs to partial interference with the supra-vestibular centres and their paleocortical connexions. One of his reasons for localizing the lesion just in front of the posterior commissure is the frequent association of tonic lateral position of the eyes with the upward or downward position, since the two bundles involved in these two forms of forced movement are close together only at one point, viz., just in front of the posterior commissure. The occurrence of papillcedema or of optic neuritis in lethargic encephalitis is a subject which is of interest and importance. Its The first was the oculogyric crises, to which Mr. Williamson-Noble had alluded. As far as he was aware these crises had been seen in this country only during the last two years; the first instance he had seen was eighteen months ago, The phenomenon rather aptly illustrated one peculiarity of this disease. In one epidemic of it a certain type of sequelhe could be confidently looked for, while another epidemic produced quite a different set of late results. In none of the four cases with oculogyric crises that he had seen were the patients over 30 years of age, and in three of them the attacks consisted of sudden conjugate movements of the eyeballs upwards, a very forcible jerking, so that the patient bent his head downwards. During the movement the iris disappeared beneath the upper lid. The spasmodic movement of the eyeballs was not entirely tonic; in these cases the eyeballs had had rapid clonic movements. The duration of these attacks varied from a few minutes to half an hour. One patient, whom he had seen again that afternoon, told him that the last attack-on the previous Sunday-had persisted for eight hours, the longest attack which he (the speaker) had heard of. One patient had had a spasmodic movement of convergence of the eyes, the other three had the conjugate movement of the eyeballs upwards. He had had two of these cases in hospital under observation, but nothing which he had tried controlled these attacks.
The other feature of interest about the cases was, that they had occurred only in subjects of post-encephalitic Parkinsonism, though none of them showed that disease to a marked degree.
With regard to changes in the fundi of the eyes in encephalitis lethargica, he agreed that papilloedema was extremely uncommon in acute encephalitis lethargica; he had not himself seen a case with any measurable amount of papillcedema in which there was any proof that the patient had encephalitis lethargica; indleed, he regarded the presence of papillcedema as a point very much against the diagnosis of encephalitis.
Ocular palsies-of both intrinsic and extrinsic ocular muscles-were common during the acute stages, but a permanent external ocular palsy as a sequel, or as a late manifestation, was comparatively uncommon. He had referred elsewhere to a case of encephalitis lethargica, in which appeared from time to time a curious condition of variable ocular palsies: once there was ptosis of one eye, on another occasion there was ptosis of the other eye, and this variation lasted two and a half years before a final result was attained. There had been no change during the last eighteen months. The patient now had a divergent squint in one eye, with slight ptosis.
Affections of the intrinsic muscles were common, especially a deficient contraction of the pupil on accommodation, which might occur alone, or be associated with a deficient power of convergence.
He had only once seen an Argyll-Robertson pupil in encephalitis lethargica. Though reaction of the pupil to light might, in many cases, be delayed and sluggish, it was far less common for that to be affected than the reaction to accommodation and convergence. Argyll-Robertson sign; he had seen it repeatedly, especially in cases recovering from the disease. Occasionally the reflex to light returned.
The question of the association of papillcedema with this disease was an interesting one. His experience coincided with that of those who had spoken, that most cases in which there was papillcedema, or any congestion of the disc with swelling of veins, turned out not to be cases of encephalitis lethargica at all. Yet he had seen one case with some congestion which he regarded as a true case of the disease. In a few of these cases, which had been operated upon, a considerable swelling of the brain was present; and the fact that, as Winther had shown, there might be a great rise of intracranial pressure, as measured by the cerebro-spinal fluid manometer, suggested that it might occur. Oculogyric crises were probably the most interesting feature of the disease. To those who had the opportunity of observing these manifestations he suggested trying the influence of posture. Magnus had shown that the posture of the head had a considerable influence on the position of the eyes. He (the speaker) had tested this in one of his cases, with definite results. The patient found that if she lay flat on the couch and dropped her head over the end, the crises became much less severe. This suggested that there was a disturbance of the reflex mechanism concerned with posture. On the other hand, as Mr. Williamson-Noble had said, these oculogyric manifestations were often associated with acute emotional disturbance, so much so that certain psycho-analysts have suggested a psychogenic origin of the condition.
Mr. M. S. MAYOU gave the following account of two cases of secondary optic atrophy following encephalitis: The Rev. T. and Mrs. T. consulted him on November 18, 1924. In the previous March they had both had encephalitis lethargica. The diagnosis was made by their general practitioner in consultation with Dr. Wynn of Birmingham. Mrs. T. was practically blind, seeing only shadows in the right eye. The discs were white and the edges fuzzy. Her husband had not noticed there was anything wrong with his eyes. The discs showed secondary optic atrophy and an incomplete hemianopia. A letter from the doctor at the present time says that neither patients have had any further symptoms. The wife is quite blind and the husband remains in much the same condition.
Professor EDWIN BRAMWELL (Chairman).
said that a large number of ocular complications had been referred to and it had been pointed out that certain ocular phenomena-papillcedema, defects of the visual fields and the Argyll-Robertson pupil-were very rarely met with. He was surprised, however, that more emphasis had not been laid upon those ocular complications, such as the upward movements of the eyes, which were distinctive or at least characteristic, and consequently of special importance in diagnosis. He wished to refer to two signs which had not been enumerated by Mr. Williamson-Noble but which he (Dr. Bramwell) regarded as of special importance from this point of view.
More than one of the previous speakers had remarked that they had not observed a paralysis of conjugate movement in encephalitis lethargica. Loss of the utpward movement of the eyes was, however, in his opinion not uncommon. This phenomenon was very rarely met with in any other condition and was sometimes of undoubted value in diagnosis.
The other sign which might be designated oscillation of the eyeballs was in his own experience, although he spoke subject to correction, distinctive of encephalitis
